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0' 



! (currentlyWended) A method ° f IDodiftto8 »P ol »^ ) g? ,! ^ . 

a) idenWg at least one immunodominant epitope in a^olypepnde, asfflg 

"ulationofantibod^ 

b) rnodifymgW immunodominant epitope to reduce an unmune response to *e 

polypeptide while retaining a substantial therapeutic activity of the polypeptide. 

2 (previously amended) \nethod according to claim 1 wherein the polypeptide has 
an amino acid scenes that has at least U sequence identity to a nul-leng^ native se.u-e or 
native sequence lacking a signal extracellulardomainofanendo.enouspolypep.de 
in the human or animal. 

3 (piously tended) A methodWcording to claim 2, wherein the polypeptide has 
. amino acid sequence that has about 100% sequence identity to a fuMengfe-ative sequence or 
native sequence lacWng a signal sequence or an ovular domain of an endogenouspolypept.de 
in the human or animal, 

4 (original) The method according to claimY wherein the polypeptide is selected 
from the group consisting of human thrombopoietin, growtt^ormones, cytokines, receptors, and 
humanized antibodies. 

5. (previously amended) A method according to cl^m 1, wherein the animal is 
selected from the group consisting of primates, cattle , pigs, pouluV and mice. 

6. (original) A method according to claim 1, wherein modification is a deletion of 
at least one immunodominant epitope. 



Received from < 6123329081 > at 7/8/03 1 .00:01 PM [Eastern Daylight Time] 




<2>' 



07-08-03 11:50AM FROM-Marchant 4 Gould 6123329081 T-044 P. 004/01 3 F-282 

Appl. No. 09/872,702 

Amendment dated July 8, 2003 

Reply to Final Office Action of Apnl 1 1 , ZOU3 

m „ai fi ^onof*l eM .o^-^^^" epi,OPebyN - 8lyCMy 

pegylation, 

8 . (origtaal) Amicda^rdtagtociaim!, where* the modification is amutaion 
of one or more amino acids in atW one immunodominant epitope. 

9. (original) **e^o^lK^U^»te»l^^V<<^**' 

non human source. _ - 

10. (currently ameiWd) A method of modifying a therapeutic polypepude, compnsmg. 

a) identifying least one immunodominant epitope in a therapeutic polypeptide 
■ w hor dn tho u n mu^mm ont op i L »4 & 4deBt ifi o d by bind i n g by: 

0 ^teAinc i t Irrt nn- ^ tT " that 

binds to an antibody or populaU of antibodies from a naive human or animal; 

ii) juj.1 1 ij 1 m \ nr rlrtrrrr^-r - WT ™ e roitope 01 1 a tnef ^ eutic 
r u r ^ rte that binds to an^qV or population of antibodies from ^ a human or fee 
same species of animal dosed^ 4 therapeutic polypeptide; and 

iii) ^^tif yina at. le\t one iimmw oHnmimnT rpitapr as an epitope that 
Li,,,! „.1„„1, -m ^Trn^~rr»™"" ^bodies fromjyi^ 

_h J _ !111iLl1 _,,I "..ilin.li, Ay InimTnnr^ — ^^"^^ 

with The th PTapfiiitic po^vp^tide: and 

b) modifying the immunodominant epitope to reduce an immune response to the 
therapeutic polypeptide while retaining a substantial thWutic activity of the therapeutic 
polypeptide. 
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11. (camelled) 

12. (currently^ended) A method of modifying a therapeutic polypeptide, 
comprising: 

a) identifying at least one immunodominant epitope ea in a therapeutic 

polyp^^^mi^ ^ ^ identinedbyb^^h^pe 

Lan antibody or popu^pb^ 
^ where* me antibo^ 
polypeptide; aad 

b) modifying the inarAunodominant epitope to reduce an immune response to the 
therapeutic polypeptide while retaining a ^ substantial *e^ 
Q jXn (currently amVed) A method of modifying a therapeutic polypeptide, comprising: 

/ a) identifying\least one mununodominant epitope ef in a therapeutic 

Wpude^by^ ^ 

to an antibody or population of antibo&es from a naive human or animal or population thereof, 

b) selecting an mrniun^niinant epitope that is not located in a region of the 
polypeptide providing a therapeutic activity o\the polypeptide; and 

c) modifying the selected imnWodominant epitope to reduce an immune 
response to the therapeutic polypeptide while retain^* the substantial therapeutic activity of the 
therapeutic polypeptide. 



14-21. (cancelled) 
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22. (eojtty amended) A»ea«>dfor«l«tmga«lea«o n etam ra od 0 mi« 1 ««pi«»P= 
to be modified in a polypeptide, comprising: 

a) id\fytag»lea»on«epit<*eto<hepo^ 

polypeptide in the mm& sameWies of animal; and 

b) sdecting at lelone tomunodominam epitope ftom the identified epitopes 

other epitopes in the polypeptide in ration m fi * fl r l -mMo n ^ ™» * 

fr— p-itir polypeptide. 




23-29. (cancelled) 

30. (currently ameJ 
olypeptide comprising: 



led) A method of modifying a nucleic acid encoding a modified 



^ a ry a) identifying at least oneW° dominant epitope in a polypeptide^^ 

^ ... ; enitoor j - McnM^hv hhrtin, of the epitope to an antibody or population of 

antibodies obtained from anaive human or ahjmal or population thereof; 

b) providing an isolated nucleic acid^eouence encoding the polypeptide; and 

c) modifying the isolated nucleic acid to encode a modified polypeptide wherein the 
modified polypeptide has at least one change in the irnmunodominant epitope and wherein the 
change reduces an immune response to the polypeptide whilW retaining a substantial therapeutic 
activity of the polypeptide. 
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0 | & ~/ 3i. (currently amended) A host 
* nucleic acid of claim30. 



cell feaas*****^ c^rising the modified isolated 



32-34, (cancelled) 

(currently amended) A method of modifying a polypeptide, comprising: 
a) iLntifymg at least one iirmiunodominant epitope in a P olypepndg*mg 




population of antibodies obWdfrorn antfve human or population mereof; and 

b) momfW the immunodominant epitope to reduce an uumuue response to the 

polypeptide wmle retaining a W 

36 (previously addedV method according to claim 35, wherein the polypeptide is a 
polypeptide that has an amino acid We ttta <l-8««*-«fl^^ 

of an endogenous polypeptide in the hiiman. 

37 (previously added) A mefflod according to claim 35, wherein the polypeptide 

an lengtt, native sequence or native sequencing a signal sequence or an e«acelh.lar don.au> 
of an endogenous polypeptide in the human. 

38 (previously added) Am.a^a<Jwtoclairn35,wheremtbepolypeptideisa 

fall length native sequence or native sequence Ukt\iipl «n— « - ^ tra " Uo,aI *— 
of an endogenous polypeptide in the human. 

39 (previously added) A method according to cLi 35, wherein the polypeptide is a 
polypeptide that has an amino acid sequence that has at least hp amino acid sequence identity to a 
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m lens* -- *• «*« * 01 m 

of an endogenous polypeptide in the human. 

40 (previously added) A method according to claim 35 , wherein the polypeptide is an 
isolated polypeptide thin- - amino acid sequence that has about 1 00% amino acid sequence 
identity to a Ml length nWve sequence or native sequence lacking a signal sequence or an 
extracellular domain of ^endogenous polypeptide in the human. 

41. (previously a\ded) The method according to claim 35, wherein the polypeptide is 
selected from the group coring of human thrombopoietin, growth hormones, cytokines, 
receptors, and humanized antibodies. 

42. (previously added\ A method according to claim 35, wherein the modification is a 
deletion of at least one immunodoibinant epitope. 

43. (previously added) Amethod according to claim 35, wherein the modification is a 
modification of at least one amino ac^in the immunodominant epitope by N-glycosylation or 
pegylation. 

44. (previously added) A metU according to claim 35, wherein the modification is a 
mutation of one or more amino acids in at Vast one immunodorninant epitope. 

45. (previously added) A memodVccording to claim 35, wherein the polypeptide is 
produced in a non human source. 

46. (currently amended) A method o\modifying a therapeutic polypeptide, comprising: 
a) identifiSi at least one imm^odominant epitope in a therapeutic polypeptide 

w h ciui n tho inmunodoininnnt-op^opc io idontifiod binding by. 
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ArtfrmiTring at le«<t nn ft e pitope in th* *^»V™«<*. polypeptide that 
binds to an antibody or potation of antibodies from a naive human or aei »l relation 
thereof ; 

ii) ««* ^yWding deterrninin p at least one epitope in a therapeutic 
Pe ptide that binds to an albody or population of antibodies from the a human or same 
.pccic: ofniiniiil p o pulation A reof dosed ^ me thera P eutic P°lyP°P tidc ; imd 

iii) identifying at irast one un m unodoniinant epitope as an epitope that 
hind« m Wh an antibody" nr pnr Xtion of antibo di es fr o m a naiVe human or population 
tW^f and to antibody nr ponulkAons of antibodies from a human or population thereof 
dosed with the therapeutic polyafofrde: and 

b) modifying the immuiodominant epitope to reduce an immune response to the 
therapeutic polypeptide while retaining a substantial therapeutic activity of the therapeutic 
polypeptide. 

47. (cancelled) 

48. (currently amended) X method of modifying a therapeutic polypeptide, comprising: 

a) identifying at lea\t one immunodominant epitope en in a therapeutic 
polypeptide, by using wherein the imm u Ldominant is identified by b inding of the epitope to an 
antibody or population of antiboies obtaLed from a naive human or population thereof, wherein 
the antibody does not substantiaj^hibitV therapeutic activity of the therapeutic polypeptide; and 

b) modifying the irnmunVdominant epitope to reduce an immune response to the 
therapeutic polypeptide while retaining a die feubstantial therapeutic activity of the polypeptide. 



49. (currently amended) V method of modifying a therapeutic polypeptide, comprising: 

\ 
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a) \ identifying at least one immunodominant epitope ef m a therapeutic 

polypepnde.byW^ H>. I ^ * ***** » 

or population of antiboSesfrom a naive human or population thereof, 

b) selecting the immunodominant epitope that is not located in a region of the 
polypeptide providing a theWutic activity of the polypeptide; and 

c) mo<Mfyu\g the selected immunodominant epitope to reduce an immune 
response to the therapeutic polypeptide while retaining a fee substantial therapeutic activity of the 
therapeutic polypeptide. 

50. (currently amended)\A method of modifying a nucleic acid encoding a modified 
polypeptide comprising: 

^ a) identifying at leak one immunodominant epitope oa in a polypeptide^ 

**** irilir ~ rh - r -~ « nHmrin-rt eJLi Mmirificd by binding to an antibody or popm&on of 

antibodies obtained from a naive human dr population thereof; 

b) providing an isolatedVucleic acid sequence encoding the polypeptide; and 



V 



c) modifying the isolated nVcteic acid to encode a modified polypeptide 
wherein the modified polypeptide has at least or)e change in the immunodominant epitope and 
wherein the change reduces an immune response^) the polypeptide while still retaining a 
substantial therapeutic activity of the polypeptide. \ 

(\i plT? 51. (currenV amended) A host cell tronsformod with comprising the modified nucleic 
acid of claim 50. 
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